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UNITED STATES PATENT AND TRADEMARK OFFICE 



the application of: Francisco, Joseph A. et al. 
U.S. Serial No: 09/724,406 ; ,] 
Filing Date: November 28, 2000 . 
Title: RECOMBINANT ANTI-CD30 ANTIBODIES AND USES THEREOF 



Commissioner for Patents 
Washington, D.C. 20231 



DECLARATION BY DR. ROBERT F G^IANO 
TINDER 37 CFR 1.132 IN SUPPORT OF PUBLIC PROTEST 
AG«T US SERIALNO. 09/724,406 

I Dt Robert Graziano, declare that: 

1 Iam presentlyS™orDtoctorof?rod»ctDevdopm en tatMeda I ex,lic.m 

PhD inBioohemis^fromDmmouthCoUeg^ ^SS. My CV is attached hereto as Schedule 

r 

2 J^tandthattedatofiled'intheabove-refe^.dUSPatentAppHcaUon 
SenalNo- 09/724,406 are directed to (i) method,, for bating or preventing Hodgkin's Disease i„ 
a subject by administering an antibody in a pharmaceutical* acceptable earner that 
immunospeciDcally binds CD30 and exerts a ecstatic or cytotoxic effect on a Hodgtan . 
Disease cell line, and (ii) to pharmaceutical cor ip osihons containing an antibody, winch ts not 
AC10 or HeFi-1 nor results from cleavage of ACJO or HeFi-1 with papain or pepsin, ,n a 
pharmaceuticallyaceeptable carrier, whereinme .ntibodyimmunospecifica.lybmdsCDSOand 
exerts a cytostatic or cytotoxic effect on a Hodgkin's Disease cell line, 

3 I am making this declaration to provide evidence that the claims in the above- 

art anti-CD30 antibodies described by Pohl et al.. 1993, tot. J- Cancer 54:418-425 and Falm. et 
al 1992 Brit. J.HaematologySZ: 3M5. I am also making this declaration to provide evidence 
tha, the claims in the above-referenced appl.catinn are not patentable for !ack of enablement. 
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4 Specifically, I conducted the following in vitro studies using an anti-CD30 
preferred to as HRS-4 (also referred to as Abl), described by Pohl eta.., which showed 
to this antibody possesses the claimed property of exerting a cytostatic effect on HD cells, as 
measured in the same cytostatic cross-linking aSsay described in the application. In addition, 
the studies performed by Pohl et al. showed that ; HRS-4 exerts a cytotoxic effect on HD cells, as 
measured in the same cytotoxicity complemented assay described in the application, and 

clearly demonstrates mat the studies described byiPohl et al. using HRS-4 anticipate every 
element of the claimed invention. j 

to addition, I tested an anti-CD30 antibody, referred to as Ber-H2, described by Falun et 
al in the same in vitro assay as HRS-4, which showed that this antibody also exerts a cytostatic 
effect on HD cells. However, contrary to the properties of HRS-4 described by Pohl et al„ the 

vivo (in patients). Thus, the data provided hereb shows a lack of correlation between the 
claimed property of exerting a cytostatic or cytotoxic effect on HD cells and the claimed 
property of being useful for in vivo treatment of Hodgkin's disease. As such, the claimed 
invention in my opinion is not enabled since the plication fails to provide any guidance for 
selecting anti-CD30 antibodies having the claimed therapeutic property of treating Hodgktn's 
disease and, thus, would require undue experimentation to make and use the invention as 

claimed. j 

5 The studies that I performed to gyrate the aforementioned data were conducted 
using antibodies Ber-H2, HRS-4 and a third priorfrt anti-CD30 antibody (as a control), referred 
to as AC-10. I tested these antibodies for their ability to mhibit growth of CD30, using a goat 
anti-mouse cross-linking antibody, in the following cell lines: L540 (Hodgkin's lymphoma 
derived cell line with a T cell phenotype), L428 (Hodgkin's lymphoma derived cell line with a B 
cell phenotype) and Kaipas 299 (anaplastic large cell lymphoma derived tumor line). I 
employed a Ramos cell line (CD30 negative lymphoma) and the anti-murine cross-linking 
antibody alone in control experiments to confirm binding specificity and growth inhibition of the 
anti-CD30 antibodies. 

6. I cultured the cell lines in flat-boomed, 96-weil tissue culture plates in a final 
volume of 200 ul/well (in triplicate), and added tfa anti-CD30 antibodies to the cell lines to a 
final concentration of 2 ug/ml and the seconoaryi^oss-linking antibody to a final concentration 
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I (Figured) when crowed secondary antibody, as S hown by a da^ 

and Ber-H2 can exert ecstatic or cytotoxic effects on HD cel! lines in «*o, sumlarly to the 

antibodies claimed. 

8 I understand that any willful false statements made in thts declaratton are 

that all of the foregoing statements made of my ov, pledge are true and mat aU statements 
made on information and belief are believed by zip to be true. . 

Dated: jill^L '; fec^^" 
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Schedule 1 
CV for Robert F. Graziano, Ph.D. 
PROFESSIONAL EXPERIENCE 

2002-present 

SeniorMrectorofProdnctDevelopment 2001-2002 

Director of Product Dm**"' B , 00msbury> NJ 08804 
Mcdarcclnc., 519 Route 173 ^;~ U ^ olecute and ceU biologists 

proprietary HuMAb mouse® technology for MedareXj 

. Manageamo.ecu.arb.ology ^ ^ ^^ ^es from hybndomas 



:S^££^^^rt- ,i "■ ,,l • ,h,,fc,0, 

SSo.achemtcally-linkedb.spec.ficant.body 

Research Assistant Microbiology, Hanover, NH 

^^Srve^^ 



1998-2001 



Associate Director of Research and Development 1996-1998 
Assistant Director of Research and Development 
Medarex, Inc., 1545 Route 22 East, Annandale, NJ 08801 

of tumor vaccines 199 3-1996 



1992-1993 

1992-1993 
1981-1984 

1979-1981 



EDUCATION 



Postdoctoral Research Associate . Departm ent of Pathology, St. Louis, MO 

Washi 7^ 

HIV-encoded proteins 
Postdoctoral Research Associate Microbiology Hanover, NH 

Ph.D. Biochemistry - lnoWTmmuno logy Departments, Hanover, NH (1984-1988) 

PROFESSIONAL AFFILIATIONS 

American Association of Immunologists (AAI) 



1989-1992 



1988-1989 



June, 1988 



June, 1978 
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PUBLICATIONS 

r ■ R F Shen L and Fanger, M.W. Monoclonal antibodies to novel myeloid 

yw T he expression and modulation of human myeloid- 
^ Pr M W A unique antigen expressed on myeloid cells and acute 

L^^'^— — • 

r n and Faneer M.W. Monoclonal antibodies 
^ o p Petteneill O.S., Sorenson, G.D. and fanger, m. 

4. Ball, E.D., Graziano, R.F., Pe " e ^^ ^ ^ Cfln . 72:593, 1984. 
reactive with small cell carcinoma of the lung. J.isa 

^ j t? o-r m w Isolation and charactenzation ot 

ysstasasssssasu---- 

135:1929,1985. . 

ui -p The snecificity of H-2 restricted cytotoxic 1 

— - — — ' — . 

, r noRF Cytolytic T lymphocyte-defined retroviral antigens on normal cells: 
7 Green W.R. and Graziano, R.t. uyioiyu^ y v ^.in* 1986 
encotogbV the Akv-. prov,ral locus. , m uno g eneUcs 23.106, 1986. 

cytotoxicity. J.Immunol. 138:945, 1987. 

» F andFanger MW FC7RI and FC7RH on monocytes and granulocytes are cytotoxic 

receptors for IgG. Immunol. Today 10.92, 1989. 

u Ora Z ia n o,,F., L ooney,,:.,Shen, L .a„dFan g er,M.W. Fc^R mediated killing by eosinophils. 

Immunol. 142:230, 1989. 

tu w The functional properties of Fc T RI, H and m on myeloid 

::"eptor,Mo// m mu n0 /. 26:959, 1989. 

r ; 1/I1-7RQ4. 1989. 



meuiait-u u_y ij—r 

/mmuno/. 143:3894,1989. 



„ Pans. M.W., Gr a Z1 a n o,,,S h e„, L .^G Uyr e,P.M. Fc^R in cytotoxicity exerted by mononuclear 
cell, cL. Immunol. 1989. 

, at ■flnf, rf Regulation of human monocyte HLA-DR and CD4 

^r:fn^ 

^ • vv FanaerMW Roberts, NJ. Jr., Ryan, D.H. and 
17. Levy, P.C., Looney, R.J., ^^^'^^ mediated cytotoxictty: studies contrasting heteroantibody 

/mmw^o* 4:72, 1994. 

^„„W«.EditedbyMichaelW.Fanger.l995. 

r. p KplerT Deo Y., Ghebremariam, H., Coleman, K 

22. Graziano, R.F and characterization of ahumamzed ant,- 

— ^ 1995 - 

2, Va,one,F.H.,Kau fa ^^^^ 

^^^^^^^^ 

that overexpress the proto-oncogene HER-2/Neu. <-« ^ 

T ^ • .pf fiuvrePM Fanger,M.W. Bispecific-armed, 

-^e d r^^ 

1996. + , 

^ u t n«;he a TK Deo Y M., Guyre, P.M. Fc 7 RI-targeted 

to^te^ 

epitopes. J. Clin. Invest. 98:2001, 1996. 

27.Ke 1 er,T.,Graziano,R j F.,Manda,A ^t^^^^X^^^ 



Chamow, editor) R. G. Landes Company, 1997. 

9Q neo Y M., Graziano, R.F., Repp, k., vaii u 10.1971097 

SdFcoRdireJ^^ ^ 
ftimwio/. 158: 872, 1997. ^ ^ ^ ^ 

Immunotherapy 1991 . ^ 

33 Fanger,N.A.,Voi^^ 

PfefferkoVc.Guy^ 

the high affinity IgG receptor Fc gamma RI (LUM) p 

158:3090,1997. 

^ • p Rknecific molecules directed to the tc 

K KelerT Deo, Y.M., Graziano, R.F. Development of a 

effector cells. Hum ^torfies 9:47-54, 1999. 
3 , Keler , T .,Wanace,P,., r e, L ^ 

^ Tutt A L Sundarapandiyan,K., Graziano, R.F., 

37. Sto Ck meyer,B.,Dechant,M ^ 

Repp, R., Kalden, J.R., Gramatzki, ^~^Z\\s for CD20-directed antibody therapy. J- 
alpha-receptor I (CD89) recruits neutrophils as ettector 
Immunol. 165:5954-61, 2000. 

/mm U no/.165:6738-42,2000. 
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948-113-23,2001. 

^ ^ • dp Faneer MW. Receptor modulation 

/mm „„o, i 67:6303-U,200, Graziano, R.F., Gosselin, E.J. A two 

41 Walsh,M.C.3anas,J.A.,Mudz m sta 

4 ^Bo r «P., r ., J .FH r ,HG^ 
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PATENTS 
(List limited to published US filings) 

US 6,682,928 Cells expressing an.i-Fc receptor binding components 

US 6,4.0,690 Therapeutic compounds comprised of anti-Fc receptor an.ibod.es 

US 6 395,272 Therapeutic compounds comprised of anti-Fc receptor antibodies 

US6 36 5 1 61 Therapeutic compounds comprised of a„.i-Fc receptor binding agents 

US 6,303,755 Therapeutic multispecific compounds comprised of anti-FcA receptor antibodies 

US 6 270 765 Therapeutic compounds comprised of an,i-Fc receptor antibodies 

US6193 966 Therapeutic muitispecifrc compounds comprised of an,i-Fc„ receptor antibodies 

US 5,922,845 Therapeuticmu 1 tis P eci fl ccom P ou n ds comprised of anti-Fcc, receptor antibod.es 

US 5,837,243 Therapeutic compounds comprised of anti-Fc receptor antibodies 

US 20040006215 Human monoclonal antibodies against CD30 

US 20040005318 Methods of treatment using CTLA-4 antibodies 

US 200200323,2 Therapeutic compounds compnsed of anti-Fc receptor antibodies 

US 20010014328 Therapeutic multispecific compounds comprised of anti-Fca receptor antibodies 
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